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5) Q Claim(s) is/are allowed. 

6) S Claim(s) 1-5 is/are rejected. 

7) Q Claim(s) is/are objected to. 
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DETAILED ACTION 
Status of the Claims 

Claims 1-6 are currently pending in this application and are the subject of the 
Office action. 

It is noted that for purposes of examination claims 1-4, which recite the term "The 
use," are being construed to be method of treatment claims. 

Information Disclosure Statement 
The information disclosure statement (IDS) and accompanying copies of non- 
patent references, filed 10/14/05, have been considered and made of record. 

Claim rejections - 35 USC 112 - Second Paragraph 
The following is a quotation of the second paragraph of 35 USC 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-4 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 1-4 recite the term "The use," but, since the claims do not set forth any 
steps involved in the method/process, it is unclear what method/process applicant is 
intending to encompass. A claim is indefinite where it merely recites a use without any 
active, positive steps delimiting how this use is actually practiced. 

Rejection under 35 USC 101 

35 USC 101 reads as follows 
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Whoever invents or discovers any new and useful process, machine, manufacturer, or 
composition of matter, or any new and useful improvement thereof, may obtain a patent therefor, subject 
to the conditions and requirements of this title. 

Claims 1-4 are rejected under 35 USC 101 because the claimed recitation of a 
use, without setting forth any steps involved in the process, results in an improper 
definition of a process, i.e. results in a claim which is not a proper process claim under 
35 USC 101. See for example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and 
Clinical Products, Ltd. V. Brenner, 255 F. Supp. 131, 149 USPQ 475 (D.D.C. 1966). 



Claim Rejections - 35 USC 112 - First Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 



Claims 1-6 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while enabling for composition comprising geraniol for use in the blocking 
of the development and differentiation of certain tumor cells (e.g colon/leukemia/ 
hepatoma/melanoma cancer cells; see specification, page 2, lines 6-34), does not 
reasonably provide enablement for use of geraniol therapeutic compositions for blocking 
the development and differentiation of any and all tumor cells. This is a scope of 
enablement rejection. 

To be enabling, the specification of the patent application must teach those 
skilled in the art how to make and use the full scope of the claimed invention without 
undue experimentation. In re Wright, 999 F.2d 1557, 1561 (Fd. Cir. 1993). Explaining 
what is meant by "undue experimentation," the Federal Circuit has stated that: 
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The test is not merely quantitative, since a considerable amount of experimentation is 
permissible, if its is merely routine, or if the specification in question provides a reasonable amount of 
guidance with respect to the direction in which experimentation should proceed to enable the 
determination of how to practice a desired embodiment of the claimed invention. PPG v Guardian, 75 
F.3d 1558, 1564 (Fed. Cir. 1996). 

The factors that may be considered in determining whether a disclosure would 
require undue experimentation are set forth in In re Wands, 8 USPQ2d 1400 (CAFC 
1988) at 1404 wherein, citing Ex parte Forman 230 USPQ 546 (BdApIs 1986) at 547 the 
court cited eight factors: 

1) the quantity of experimentation necessary, 

2) the amount of direction or guidance provided, 

3) the presence or absence of working examples, 

4) the nature of the invention, 

5) the state of the prior art, 

6) the relative skill of those in the art, 

7) the predictability of the art, and 

8) the breadth of the claims 

These factors are always applied against the background understanding that 
scope of enablement varies inversely with the degree of unpredictability involved. In re 

Fisher, 57 CCPA 1099, 1108, 427 F.2d 833, 839, 166 USPQ 18, 24 (1970). Keeping 

« 

that in mind, the Wands factors are relevant to the instant fact situation for the following 
reasons: 
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1. The nature of the invention, state and predictability of the art, and relative 
skill of those in the art . 

The invention in general relates to the process of preparing and using 
therapeutic compositions comprising geraniol for blocking the development and 
differentiation of tumor cells. 

The relative skill of those in the art is high, generally that of an M.D. or Ph.D. It 
is noted that the chemical and medical arts are generally unpredictable, requiring each 
embodiment to be individually assessed for chemical, pharmacologic, pharmaceutical, 
and clinical efficacy. The more unpredictable an area, the more specific enablement is 
necessary in order to satisfy the statue, (see In re Fisher, 427 F.2d 833, 166 USPQ 18 
(CCPA 1970)). 

Carnesecchi et al. teach that geraniol, a component of vegetable essential oils, 
sensitizes human colon cancer cell lines to 5-fluorouracil treatment, which is disclosed 
to be related to the disturbance of cellular morphological and functional differentiation 
(Carnesecchi et al. Geraniol, a component of plant essential oils, sensitizes human 
colon cancer cells. IARC Scientific Publications. 2002;156:407-409; already made of 
record by applicant). 

Burke et al. (Bruke et al. Inhibition of pancreatic cancer growth by the dieatary 
isoprenoids farnesol and geraniol. Lipids. 1997; 32(2):151-6, abstract only) teach that 
fruits and vegetables have protective effects against many human cancers; isoprenoids 
are one class of phytochemicals which have antitumor activity, including dietary 
geraniol. 
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2. The breadth of the claims 

The instant claims are relatively broad in scope. For example, claim 1 
encompasses any and all tumor cells. The term "blocking the development and 
differentiation of tumor cells" is very broad as it encompasses both in vitro and in vivo 
treatment models; said term also encompasses any and all primary cancers as well as 
any and all sites of metastatic cancer. Also, claims 1-3 and 5 reasonably encompass 
compositions comprising any cytotoxic antitumoral agent plus geraniol (see 
specification, page 2, lines 27-34). Besides, the term geraniol encompasses synthetic 
and natural dietary sources of geraniol. Because the therapeutic response to be 
achieved would necessarily vary depending upon the specific type of tumor cell being 
targeted and the specific mode of action of the cytotoxic agent/agents utilized in the 
composition in combination with geraniol, the level of predictably in practicing the 
claimed invention would be greatly diminished. 

3. The amount of direction or guidance provided and the presence or 

absence of working examples 

The specification discloses specific cytotoxic compounds for use in the 
geraniol therapeutic compositions and effective amounts of geraniol for blocking 
differention of tumor cells and potentiating the cytotoxic effect of an antitumoral agent 
both in vitro and in vivo, as well as dosing information for 5-FU (page 3, lines 1-36). 
Example 1 exemplifies the effect of geraniol + 5-FU on colon cancer cells in vitro (page 
4, line 32 to page 6, line 2; example 2 exemplifies the effect of geraniol on colon cancer 
cells functional differentiation in vitro; example 3 exemplifies the effect of geraniol and 5- 
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FU on colon cancer cell growth; example 4 exemplifies the effect of geraniol on colon 
cancer cell death in vitro; example 5 exemplifies the effect of geraniol on cellular uptake 
of 5-FU in vitro; and example 6 exemplifies the effect of geraniol on growing cancer 
cells and SW620 cells treated with 5-FU; example 7 exemplifies the effect of combined 
administration of geraniol and 5-FU on the growth of 5-FU resistant colonic tumor in 
mice (pages 4-11). Thus, the 'working examples" are limited to compositions of geraniol 
and 5-FU for use in "blocking the development and differentiation of colon cancer cells." 
Based on the instant disclosure, the applicant at best has provided specific direction or 
guidance only for a geraniol alone or in combination with 5-FU compositions for use in 
"blocking the development and differentiation of colon cancer cells/' No reasonably 
specific guidance is provided concerning useful therapeutic protocols (e.g. dosages) or 
specific agents (including compounds of Table 1) for treating other cancers using 
compositions comprising geraniol in combination with cytotoxic agents except for 5-FU. 
In view of the complex mechanisms of action exhibited by the various classes of known 
cytotoxic agents, extrapolation of the exemplified in vitro data and in vivo mice data 
disclosed by applicant to other mammalian species with other cancers would 
reasonably require extensive experimentation. 

4. The quantity of experimentation necessary 

In view of the uncertainty and unpredictability of the art, it is reasonable to 
surmise that this level of uncertainty in the art would require one skilled in the art to 
conduct more than routine experimentation in order to practice the claimed invention 
commensurate with the scope of the claims. 
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For the reasons stated above, claims 1-5 are rejected under 35 USC 112, first 
paragraph, for lack of scope enablement because the specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
practice the invention commensurate in scope with the claims. 

Claim rejections - 35 USC 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 5-6 are rejected under 35 USC 102(b) as being anticipated by 
Carnesecchi et al. Geraniol, a component of plant essential oils, sensitizes human 
colon cancer cells. IARC Scientific Publications. 2002;156:407-409, already made of 
record by applicant). 

Carnesecchi et al. teach geraniol plus 5-fluorouracil, which reasonably must be 
administered a dosage form i.e. a composition (page 408, middle col., last paragraph). 
Instant claims 1-2, and 5 recite the term "geraniol;" while instant claim 6 recites the term 
"5-fluorouracil." The term "a cytotoxic antitumoral agent" as recited in claim 5 is 
satisfied in view of the teaching of 5-FU by Carnesecchi et al. Thus, claims 5-6 are 
anticipated by Carnesechhi et al. 
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Claim rejections - 35 USC 103(a) 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 5-6 are rejected under 103(a) as being unpatentable over Carnesecchi et 
al. Geraniol, a component of plant essential oils, sensitizes human colon cancer cells. 
IARC Scientific Publications. 2002;156:407-409, already made of record by 
applicant), in further view of Bradley et al. (US Patent 5,919,815). 

The discussion of Carnesecchi et al. in connection with the above rejection 
under 102(b) is incorporated by reference. Carnesecchi et al. does not teach irinotecan, 
oxaliplatin, or paclitaxel(Taxol). 

Bradley et al. teach paclitaxel anti-cancer cocktails which may comprise two or 
more compounds selected from anti-cancer drugs, including fluorouracil (col. 13, Iine66- 
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67); irinotecan (col. 14, line 5); oxaliplatin (col. 15, line 49); and paclitaxel (Taxol) ((col. 
13, line 32 to col. 18, line 65). 

Based on the anti-cancer cocktails taught by Bradley et al. someone of skill in the 
art would have been motivated to combine the teaching of Carnesecchie et al and 
Bradley et al. to create the instant inventive concept. Thus, someone of skill in the art at 
the time the instant invention was made would have found it obvious to create the 
instant claimed invention with reasonable predictability. 

Claims 1-4 are rejected under 103(a) as being unpatentable over Carnesecchi et 
al. Geraniol, a component of plant essential oils, sensitizes human colon cancer cells. 
IARC Scientific Publications. 2002;156:407-409, already made of record by 
applicant), in view of Bradley et al. (US patent 5,919,815), and in view of Bozec L. et 
al. Irinotecan-induced immune thrombocytopenia. Annals of Oncology. 1998;9:453-455. 

Claims 1-4 for purposes of this rejection are being construed as method of 
treatment for using a therapeutic composition of geraniol. 

Carnesecchi et al. teach geraniol plus 5-fluorouracil, which reasonably must be 
administered in a dosage form i.e. a composition (page 408, middle col., last 
paragraph). 

Bradley et al. teach paclitaxel anti-cancer cocktails which may comprise two or 
more compounds selected from anti-cancer drugs, including fluorouracil (col. 13, Iine66- 
67); irinotecan (col. 14, line 5); oxaliplatin (col. 15, line 49); and paclitaxel (Taxol) ((col. 
13, line 32 to col. 18, line 65). Instant claim 4 recites 5-fluorouracil, irnitocean, 
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oxaliplatinium, and Taxol. Bradley et al. teach that taxanes that are selective for 
treating central nervous system cancers, breast cancer, and colon cancer 9col. 4, lines 
3-18). Instant claim 3 recites the term colorectal tumor cells, which is construed to 
overlap with colon cancer as taught by Bradley et al. Bradley et al. also teach that other 
cancers may be treated, including non-small cell lung cancer, melanoma cells and 
ovarian cancer cells (col. 13, lines 11-14); Bradley et al. also teach renal cancer (figure 
7), prostate cancer (fig 8). Instant claim 3 recites the terms prostate cancer cells, 
digestive or aerodigestive cancer cells. The terms digestive or aerodigestive cancer 
cells as recited in claim 3 are construed to encompass colon cancer cells and non- 
small cell lung cancer as taught by Bradley. The terms "blocking the development and 
differentiation of colon cancer cells" as recited in claim 1, and the term"therapeutic 
composition potentiating the cytotoxic effect of an antitumoral agent" as recited in claim 
2 are construed to be coextensive with the practice of the instant claimed invention. 
Bradley et al. does not teach hepatoma. 

Bozec et al. disclose a method of treating comprising 5-FU and folinic acid and 
oxaliplatin (100 mg/m2) for Dukes D colon adenocarcimona with liver metastases, and 
its replacement with irinotecan (350 mg/m2) therapy due to hepatic recurrence (page 
453, col. 1, last paragraph). Claim 3 recites the term "hepatoma cells" which is 
reasonably construed to encompass liver metastases. 

Based on the anti-cancer cocktails taught by Bradley et al., someone of skill in 
the art would have been motivated to combine the teaching of Carnesecchie et al., and 
Bradley et al., and Bozec et al. to create the instant inventive concept. 
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Thus, someone of skill in the art at the time the instant invention was made would 
have found it obvious to create the instant claimed invention with reasonable 
predictability. 

Relevant Art of Record 

The below cited art reference made of record and relied upon is considered 
pertinent to applicant's invention. 

Franklin etal. (US Patent Application Publication No. 20030157159) teach oral 
compositions for prevention and treatment of digestive tract infections in humans and 
animals comprising a single terpene, a terpene mixture or a liposome-terpene(s) 
composition (abstract). Franklin et al. teach that terpenes have been found to inhibit the 
growth of cancerous cells e.g. geraniol is disclosed to reduce/inhibit the growth of 
mammary tumors ( page 1 , para. 002 to page 4, para 0033). 

Vamvakas et al. teach combination therapy of CPT-1 1 with 5-FU (Vamvakas et 
al. Irinotecan (CPT-1 1) in combination with infusional 5-fluorouracil and leucovorin (de 
Gramont regimen) as first-line treatment in patients with advanced colorectal cancer: a 
multicenter phase II study. Am J Clin Oncol. February, 2002. 25(1)65-70, abstract only). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Charlesworth Rae whose telephone number is 571-272- 
6029. The examiner can normally be reached between 9 a.m. to 5:30 p.m. Monday to 
Friday. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, can be reached at 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http:pair-direct.uspto.gov. 
Should you have any questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 800-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 

13 September 2007 
CER 

BRIAN-YONG S. KWON 
PRIMARY EXAMINER 




